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ADHESIVE COMPOSITION

CROSS-REFERENCE TO RELATED
APPLICATIONS

This application claims priority under U.S.C. §119(e)(1)to
Provisional U.S. Patent Application Ser. No. 60/599,593,
filed Aug. 5, 2004. The disclosure of the aforementioned
application is incorporated by reference in its entirety.

FIELD OF THE INVENTION

This invention relates generally to skin-contacting adhe-
sive compositions, and more particularly relates to a novel
composition useful in a variety of contexts including as a
blister patch, or the like that is applied to an individual’s skin
or other body surface.

BACKGROUND OF THE INVENTION

Various types of bandages and wound dressings are known
and used to protect wounds, burns and blisters. Typically,
wound dressings are fabricated with an absorbent material so
that wound exudate is removed and the wound dries, facili-
tating healing. Wound dressings may also contain one or more
pharmacologically active agents such as antibiotics, local
anesthetics, or the like. Commonly used wound dressings
include fibrous materials such as gauze and cotton pads,
which are advantageous in that they are absorbent but prob-
lematic in that fibers may adhere to the wound or newly
forming tissue, causing wound injury upon removal. Other
wound dressings have been prepared with foams and
sponges, but the absorbance of these materials is often lim-
ited. Furthermore, such wound dressings require the use of
adhesive tape, as they are not themselves adhesive. Finally,
many of these wound dressings are not translucent or trans-
parent, thus rendering it difficult to monitor healing without
removal of the dressing.

To improve the absorbance of conventional fibrous wound
dressings, water-swellable polymers or “hydrogels” have
been incorporated into gauze or other fibrous materials for
application to a wound. For example, U.S. Pat. No. 5,527,271
to Shah, et al. describes a composite material made from a
fibrous material, such as cotton gauze, impregnated with a
thermoplastic hydrogel-forming copolymer containing both
hydrophilic and hydrophobic segments. While the wound
dressings are described as having increased absorptive capac-
ity, the adhesion of fibers to the wound or newly forming
tissue remains a significant disadvantage.

Another approach has been to use water-swellable poly-
meric materials instead of gauze, cotton, and the like. Wound-
contacting surfaces made of such materials are not only more
absorbent than conventional fibrous materials, they are also
advantageous in that there is no risk of fiber adhesion during
wound healing and upon removal of the wound dressing.
Such wound dressings are disclosed, for example, in U.S. Pat.
No. 4,867,748 to Samuelsen, which describes the use of an
absorbent wound-contacting composition made from a
water-soluble or water-swellable hydrocolloid blended with
ordispersed in a water-insoluble, viscous, elastomeric binder.
U.S. Pat. No. 4,231,369 to Sorensen et al. describes “hydro-
colloid plasters™ as sealing materials for ostomy devices, the
materials consisting of a continuous hydrophobic phase made
from a hydrophobic pressure-sensitive adhesive, an elasto-
meric plasticizer, and a tackifying resin, with a discontinuous
phase dispersed therein consisting of a water-soluble or
water-swellable polymer. Such plasters are also described in
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U.S. Pat. No. 5,643,187 to Naestoft et al. U.S. Pat. No. 6,201,
164 to Wulff et al. describes a somewhat different type of
hydrocolloid wound gel, consisting of a water-insoluble,
water-swellable, crosslinked cellulose derivative, an alginate,
and water.

Hydrogel bandages have also been employed in wound
dressings, as described, for example, in U.S. Pat. No. 4,093,
673 to Chang et al. Hydrogel bandages are made from a liquid
absorbing crosslinked polymer and have a high water content
prior to use. The high water content causes the hydrogel to
exhibit very little or no adhesion, requiring the use of adhe-
sive tape or a plaster such as 2" Skin® dressing available
from Spenco Medical Ltd., UK.

However, in spite of the advances in the art, numerous
problems continue to be encountered with gel-based wound
dressings made with hydrocolloids and hydrogels. The reason
for this is, in part, that there are conflicting requirements for
an ideal material. The material should not be so adhesive that
it tends to adhere to a wound and thus cause pain or further
injury upon removal. However a wound dressing should
adhere sufficiently to a body surface so that separate adhesive
tapes and adhesive plasters are not necessary. Peripheral
adhesives can be used, but require an additional manufactur-
ing step. In addition, a wound dressing should conform to the
contours of the skin or other body surface, both during motion
and at rest. For wound dressings that also serve as a cushion-
ing pad, higher cohesive strength materials should be used,
without any loss in adhesion.

Many of these problems are addressed by the adhesive
compositions described in U.S. patent application Publica-
tion No. 2003/0170308 to Cleary et al. and U.S. patent appli-
cation Publication No. 2003/0225356 to Kulichikhin et al.
However, in spite of these advances in the art, there remains a
need for self adhering dressings which provide instant tack
and prolonged skin adhesion, greater fluid handling capabil-
ity, higher cohesive strength, decreased cold flow, less ero-
sion, controlled active delivery, ease of manufacturability,
and translucency. The present invention addresses those
needs, and provides for formulations having increased resis-
tance to cold flow and better tackiness to dry skin, as com-
pared to the formulations described in U.S. patent application
Publication No. 2003/0170308. The formulations described
in U.S. patent application Publication No. 2003/0225356 also
have such properties, but the instant formulations provide for
higher moisture uptake without the loss of adhesion.

SUMMARY OF THE INVENTION

One aspect of the invention relates to an adhesive compo-
sition comprising: a hydrophobic polymer; an elastomeric
plasticizer; a tackifying resin; a hydrophilic polymer; a
complementary polymer capable of hydrogen bonding to the
hydrophilic polymer; and clay particles.

Another aspect of the invention pertains to an adhesive
composition comprising: a hydrophobic polymer selected
from polyisoprenes, butyl rubbers styrene-isoprene-styrene
block copolymers, and styrene-butadiene-styrene block
copolymers; an elastomeric plasticizer selected from styrene-
based plasticizers, low molecular weight polyisobutylenes,
low molecular weight polyisoprene rubbers, and combina-
tions thereof; a tackifying resin selected from hydrogenated
hydrocarbon resins, hydrocarbon resins and synthetic poly-
terpene resins; a hydrophilic polymer is selected from poly
(N-vinyl lactams), poly(N-vinyl amides), poly(N-vinyl acry-
lamides), poly(N-alkylacrylamides), polyacrylic acids,
polymethacrylic acids, polyvinyl alcohol, polyvinylamine,
cellulose derivatives, polysaccharides, and copolymers and
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blends thereof; a complementary polymer selected from low
molecular weight polyalkylene glycols, low molecular
weight polyalcohols, monomeric and oligomeric alkylene
glycols, ether alcohols, carbonic diacids, and alkane diols;
and phyllosilicate particles.

Still another aspect of the invention pertains to an adhesive
cushion for application to the skin, comprising a skin-con-
tacting layer of the adhesive composition of the invention, and
a backing layer.

Yet another aspect of the invention relates to a wound
dressing comprising a laminated composite of a body facing
layer having a body-contacting surface, and an outwardly
facing non-occlusive backing layer, wherein at least a portion
of the body-contacting surface is comprised of the adhesive
composition of the invention.

Another aspect of the invention relates to a transdermal
drug delivery device comprised of a drug reservoir containing
a therapeutically effective amount of an active agent, an out-
wardly facing backing layer, and a means for affixing the
device to a body surface comprising the adhesive composi-
tion of the invention.

Still another aspect of the invention relates to a slowly
dissolving film comprising: a hydrophilic polymer selected
from poly(N-vinyl lactams), poly(N-vinyl amides), poly(N-
vinyl acrylamides), poly(N-alkylacrylamides), polyacrylic
acids, polymethacrylic acids, polyvinyl alcohol, polyviny-
lamine, cellulose derivatives, polysaccharides, and copoly-
mers and blends thereof;, a complementary polymer selected
from low molecular weight polyalkylene glycols, low
molecular weight polyalcohols, monomeric and oligomeric
alkylene glycols, ether alcohols, carbonic diacids, and alkane
diols; and clay particles.

Another aspect of the invention relates to a slowly dissolv-
ing film comprising: a hydrophilic polymer selected from
poly(N-vinyl lactams), poly(N-vinyl amides), poly(N-vinyl
acrylamides), poly(N-alkylacrylamides), polyacrylic acids,
polymethacrylic acids, polyvinyl alcohol, polyvinylamine,
cellulose derivatives, polysaccharides, and copolymers and
blends thereof; a complementary polymer selected from low
molecular weight polyalkylene glycols, low molecular
weight polyalcohols, monomeric and oligomeric alkylene
glycols, ether alcohols, carbonic diacids, and alkane diols; a
water-swellable water-insoluble polymer; and clay particles.

DETAILED DESCRIPTION OF THE INVENTION

The present invention is an adhesive composition that finds
utility in numerous applications as detailed in part V below. In
particular, due to the skin-contacting adhesive properties
under moist and load-bearing conditions, it finds particular
utility for medical films used to treat blisters and in foot care.
For example, the adhesive can be applied to the sole of the
foot, to the toes or to any other location on the foot to treat pain
caused by a callus, corn, bunion, or blister, by providing a
cushion effect.

The adhesive composition is comprised of: a hydrophobic
polymer; an elastomeric plasticizer; a tackifying resin; a
hydrophilic polymer; a complementary polymer capable of
hydrogen bonding to the hydrophilic polymer; and clay par-
ticles.

The composition of the invention provides for prolonged
hydrations such that it is able to absorb water found in the
environment or from the body surface to which it is applied.
In particular, it is preferred that the adhesive remain translu-
cent upon water uptake over a typical wearing time of 72
hours. The composition has rapid initial tack in that it grabs
quickly to the skin surface during application, is pressure and
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body sensitive and able to maintain excellent adhesion while
subjected to load bearing forces, such as those experienced
when the adhesive is positioned on a lower foot surface. In
this case the appropriate compromise between adhesion and
elastic recovery should be found: to preserve adhesion with-
out prominent cold flow. In addition, the composition is pref-
erably skin and user friendly for at least 72 hours of continu-
ous wear.

The aforementioned characteristics are readily achieved by
careful selection of the individual components in the adhesive
composition, as well as adjusting one or more parameters
during fabrication.

Before describing the detailed embodiments of the inven-
tion, it will be useful to set forth definitions that are used in
describing the invention. The definitions set forth apply only
to the terms as they are used in this patent and may not be
applicable to the same terms as used elsewhere, for example
in scientific literature or other patents or applications includ-
ing other applications by these inventors or assigned to com-
mon owners. Additionally, when examples are given, they are
intended to be exemplary only and not to be restrictive and it
is further to be understood that unless otherwise indicated this
invention is not limited to specific materials, active agents,
additives, and so forth, as such may vary. For example, when
an example is said to “include” a specific feature, that is
intended to imply that it may have that feature but not that
such examples are limited to those that include that feature.
Thus, for example, reference to “a hydrophobic polymer”
includes a mixture of two or more such polymers, and so
forth. Finally, it must be noted that, as used in this specifica-
tion and the appended claims, the singular forms “a,” “an” and
“the” include plural referents unless the context clearly dic-
tates otherwise. Thus, for example, reference to “an active
agent” includes a mixture of two or more such agents, and the
like.

1. Definitions

In describing and claiming the present invention, the fol-
lowing terminology will be used in accordance with the defi-
nitions set out below.

The terms “hydrophobic polymer” and “hydrophilic poly-
mer” are intended to be defined relative to the amount of water
vapor absorbed by polymers at 100% relative humidity.
According to this classification, hydrophobic polymers
absorb only up to 1 wt % of water at 100% relative humidity
(rh), while moderately hydrophilic polymers absorb 1-10 wt
% of water, hydrophilic polymers are capable of absorbing
more than 10 wt % of water, and hygroscopic polymers
absorb more than 20 wt % of water.

The terms “tack” and “tacky” are qualitative. However, the
terms “substantially nontacky,” “slightly tacky” and “tacky,”
as used herein, may be quantified using the values obtained by
a PSA Tack Determination/Polyken Probe method (Solutia,
Inc.). By “substantially nontacky” is meant an adhesive that
has a tack value that is less than about 25 g-cm/sec, by
“slightly tacky” is meant an adhesive that has a tack value in
the range of about 25 g-cm/sec to about 100 g-cm/sec, and by
“tack” is meant an adhesive that has a tack value of atleast 100
g-cm/sec.

The term “translucent” is used to signify a material capable
of transmitting light so that objects or images can be seen
through the material. Translucent materials herein may or
may not be “transparent,” meaning that the material is opti-
cally clear. The term “translucent” indicates that a material is
not “opaque,” in which case objects and images cannot be
seen through the material.

The term “active agent” refers to a chemical material or
compound suitable for topical or transdermal administration
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and that induces a desired effect. The terms include agents
that are therapeutically effective, prophylactically effective,
and cosmetically effective agents. Also included are pharma-
ceutically acceptable, pharmacologically active derivatives
of those active agents specifically mentioned herein, includ-
ing, but not limited to, salts, esters, amides, prodrugs, active
metabolites, inclusion complexes, analogs, and the like,
which also induce the desired effect. The terms “active
agent”, “drug” and “therapeutic agent” are used interchange-
ably herein.

By “transdermal” delivery is meant administration of an
active agentto a body surface of an individual so that the agent
passes through the body surface, e.g., skin, and into the indi-
vidual’s blood stream. The term “transdermal” is intended to
include transmucosal administration, i.e., administration of a
drug to the mucosal (e.g., sublingual, buccal, vaginal, rectal)
surface of an individual so that the agent passes through the
mucosal tissue and into the individual’s blood stream.

The term “body surface” is used to refer to skin or mucosal
tissue, including the interior surface of body cavities that have
a mucosal lining. The term “skin” should be interpreted as
including “mucosal tissue” and vice versa.

The term “therapeutically effective amount™ is intended to
mean the amount of an active agent that is nontoxic but
sufficient to provide the desired effect. The amount that is
“effective” will vary from subject to subject, depending on
the age and general condition of the individual, the particular
active agent or agents, and the like. Thus, it is not always
possible to specify an exact effective amount. However, an
appropriate effective amount in any individual case may be
determined by one of ordinary skill in the art using routine
experimentation. Furthermore, the exact effective amount of
an active agent incorporated into the adhesive of the invention
is not critical, so long as the concentration is within a range
sufficient to permit ready application of the formulation so as
to deliver an amount of the active agent that is within a
therapeutically effective range.

II. Compositions

The desirable adhesive characteristics are achieved by
selection of the individual components as well as adjusting
one or more parameters during fabrication. For example, the
adhesive strength of the adhesive can be controlled during
manufacture in order to increase, decrease, or eliminate adhe-
sion. This can be accomplished by varying the type and/or
amount of different adhesive components, or by changing the
mode of fabrication. For example, incorporating greater
amounts of the elastomeric plasticizer and the tackifying
resin will increase tack, while reducing the amounts of those
components or incorporating detackifier additives or increas-
ing the level of powdered hydrophilic components, will
decrease tack. Also, with respect to the fabrication process,
adhesives prepared using a conventional melt extrusion pro-
cess tend to be more tacky, while adhesives prepared by a
molding procedure tend to have lower tack. In addition, adhe-
sives may be rendered translucent by changing the relative
quantities of certain components (e.g., by decreasing the
amount of clay), or by changing the conditions (temperature,
extrusion rate, thickness, etc.) of the fabrication method.

For multicomponent systems such as the compositions
described herein, problems associated with compatibility or
phase diagrams play an important role. By modifying the
temperature of a composition, it is possible to attain a definite
level of miscibility (transparency) which can be “frozen” at
cooling and solidification of the formulation as whole. In this
manner, at extrusion the phase equilibrium can be changed
and the low molecular weight tacky components can migrate
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to the periphery of the manufactured film due to the action of
complex shear and extension fields.

Furthermore, the degree to which the adhesive will swell
upon contact with water can be varied by selecting different
water-swellable and water-soluble hydrophilic polymers and
their ratio. Combination of water-swellable and water-
soluble hydrophilic polymers allows us to control the swell-
ing degree of the composition and to create a capability of the
composition to be re-applied to the body surface after an
additional wetting.

In one embodiment, the composition of the invention is
comprised of a hydrophobic polymer; an elastomeric plasti-
cizer; a tackifying resin; a hydrophilic polymer; a comple-
mentary polymer capable of hydrogen bonding to the hydro-
philic polymer; and clay particles. It is understood that the
composition may include a combination of more than one
hydrophobic polymer, a combination of more than one elas-
tomeric plasticizer, a combination of more than one tackify-
ing resin, a combination of more than one hydrophilic poly-
mer, a combination of more than one complementary
polymer, and/or a combination of more than one type of clay
particles.

Typically, the composition will be about 1-40 wt % hydro-
phobic polymer; about 1-30 wt % elastomeric plasticizer;
about 1-30 wt % tackifying resin; about 1-50 wt % hydro-
philic polymer; about 1-30 wt % complementary polymer;
and about 1-30 wt % clay particles.

One preferred embodiment has 15-25 wt % hydrophobic
polymer; about 10-20 wt % clastomeric plasticizer; about
13-20 wt % tackifying resin; about 20-30 wt % hydrophilic
polymer; about 8-18 wt % complementary polymer; and
about 8-15 wt % clay particles.

Yet another preferred embodiment has 19-21 wt % hydro-
phobic polymer; about 14-16 wt % elastomeric plasticizer;
about 16-18 wt % tackifying resin; about 23-25 wt % hydro-
philic polymer; about 11-13 wt % complementary polymer;
and about 11-13 wt % clay particles.

For some applications, for example as a slowly dissolving
film, the hydrophobic polymer and elastomeric plasticizer
can be omitted. Such formulations would typically comprise
about 50-65 wt % hydrophilic polymer; about 35-45 wt %
complementary polymer; and about 1-5 wt % clay particles.

These percentages are intended to merely be illustrative of
the compositions of the invention. There are other factors that
can be taken into consideration when ascertaining the actual
materials and quantities to be used in the formulations. For
example, the weight ratios of certain materials can be selected
s0 as to optimize the adhesive strength, cohesive strength and
water sorbtion of the composition. Similarly, the weight
ratios of these same materials can be selected so as to render
the composition translucent, which is a desirable character-
istic for some applications of the adhesive.

In an exemplary embodiment of the invention, the compo-
sition comprises: a hydrophobic polymer selected from poly-
isoprenes, butyl rubbers, styrene-isoprene-styrene block
copolymers, and styrene-butadiene-styrene block copoly-
mers; an elastomeric plasticizer selected from styrene-based
plasticizers, low molecular weight polyisobutylenes, low
molecular weight polyisoprene rubbers, and combinations
thereof, a non-polar tackifying resin selected from hydroge-
nated hydrocarbon resins, hydrocarbon resins and synthetic
polyterpene resins; a hydrophilic polymer selected from poly
(N-vinyl lactams), poly(N-vinyl amides), poly(N-vinyl acry-
lamides), poly(N-alkylacrylamides), polyacrylic acids, poly-
methacrylic acids, polyvinyl alcohol, polyvinylamine, and
copolymers and blends thereof; a complementary polymer
selected from low molecular weight polyalkylene glycols,
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low molecular weight polyalcohols, monomeric and oligo-
meric alkylene glycols, ether alcohols, carbonic diacids, and
alkane diols; and phyllosilicate particles.

A. Hydrophobic Polymer

Suitable hydrophobic polymers include, by way of illus-
tration and not limitation, polyisobutylenes, butyl rubbers,
natural rubber adhesives, vinyl ether polymers, polysilox-
anes, polyisoprenes, styrene-isoprene-styrene block copoly-
mers, styrene-butadiene-styrene block copolymers, isobuty-
lene-isoprene copolymers, butadiene acrylonitrile rubber,
polychloroprenes, ethylene-propylene-diene terpolymers,
acrylates, and combinations thereof. Polyisoprenes, butyl
rubbers, styrene-isoprene-styrene block copolymers, and sty-
rene-butadiene-styrene block copolymers are particularly
well suited for use in the invention.

In one embodiment of the invention, the hydrophobic poly-
mer is a triblock styrenic copolymer such as styrene-iso-
prene-styrene (SIS) or styrene-butadiene-styrene (SBS) and
can further comprises the diblock copolymer, styrene-iso-
prene (SI) block copolymer.

Commercially available styrene-based block copolymers
such as the Vector series (available from Dexco Polymers) are
particularly useful in the invention. These include the SIS
Vector 4111 (18 wt % styrene/82 wt % isoprene) and 4411 (44
wt % styrene/56 wt % isoprene) as well as SIS/SI mixtures
such as Vector 4113 (18 wt % SI diblock; overall 15 wt %
styrene/85 wt % isoprene), Vector 4114 (42 wt % SI diblock;
overall 15 wt % styrene/85 wt % isoprene), Vector 4213 (25
wt % SI diblock; overall 25 wt % styrene/75 wt % isoprene)
and Vector 4215 (18 wt % SI diblock; overall 30 wt % styrene/
70 wt % isoprene).

In another embodiment of the invention, the hydrophobic
polymer is a polyisoprene or a butyl rubber. Commercially
available polyisoprenes such as the high molecular weight
polyisoprene rubber Natsyn® 2210 (Goodyear Tire and Rub-
ber), and butyl rubbers such as the high molecular weight
butyl rubber BR 065 (Exxon), are particularly useful in the
invention.

In the case of unsaturated rubbers a curing agent may be
added to fix the structure of the composition, as well as to
prevent cold flow. Since it is desirable to reach specific rheo-
logical properties, namely diminished cold flow, i.e., substan-
tially total elastic recovery, unsaturated hydrophobic compo-
nents (butyl rubber, natural rubber, synthetic polyisoprene
rubber, etc.) are preferably crosslinked. Polymers containing
double bonds undergo a process of chemical crosslinking
with formation of covalent bonds. The density of the resultant
chemical network should not be too high, in order to preserve
the desired tack. The number of crosslinks in the volume unit
can be controlled by the nature and amount of crosslinkers, as
well as by the temperature-time procedure followed. Phenol-
formaldehyde resins and alkylphenolformaldehyde resins are
suitable crosslinkers for butyl rubber, while dicumyl peroxide
can be used for polyisoprenes.

The most convenient method of monitoring the degree of
crosslinking involves measurement of the change in melt
viscosity over time. The resulting rheokinetic curve demon-
strates the rate of crosslinking and the plateau region corre-
sponds to the completion of the chemical interaction of
double bonds of unsaturated hydrophobic polymers with the
crosslinkers.

In the case of triblock-copolymers, e.g. SIS or SBS, their
solidification occurs as they cool due to the segregation of
styrene blocks and their transition to a glassy state. At ambi-
ent temperature the elastic recoil of triblock-copolymer for-
mulations exceeds 90%. The presence of elastomeric iso-
prene or butadiene blocks in the macromolecules of SIS and
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SBS, as well as the additional components of the hydrophobic
phase (e.g., plasticizers), results in the desired tack and adhe-
sive properties.

B. Elastomeric Plasticizer

The elastomeric plasticizer is preferably selected so as to
be compatible with triblock-copolymers, i.e., forms a solu-
tion with multiblock-copolymers inside the definite tempera-
ture-concentration region of the phase diagram. Thus, one of
skill in the art can readily use phase diagrams of the hydro-
phobic phase components for guidance concerning the appro-
priate amounts of each component to use.

Suitable elastomeric plasticizers include block polymers
having a “multiarmed (AB),” configuration, where for
example, A is a polymerized block comprising aryl-substi-
tuted vinyl monomers, preferably styrene, a.-methyl styrene,
vinyl toluene, and the like, B is an elastomeric, conjugated
polybutadiene or polyisoprene block, and x has a value of 3 or
more. Preferred plasticizers are styrene-based polymers, par-
ticularly styrene-butadiene block copolymers and styrene-
isoprene block copolymers, and combinations thereof. Many
of these are readily available commercially, such as the sty-
rene-isoprene block copolymer sold under the name LVSI
101 (Kraton).

The elastomeric plasticizer can also be a low molecular
weight polyisobutylene, or a low molecular weight polyiso-
prene rubber (MW=20,000-100,000) such as cis-1,4 polyiso-
prene (e.g., Isolene® 400 from Elementis Specialties Perfor-
mance Polymers), optionally mixed with parattin oil.

In one embodiment of the invention, the hydrophobic
phase-elastomeric plasticizer includes both a block polymer
(e.g., styrene) and a low molecular weight polyisoprene rub-
ber (e.g. cis-1,4 polyisoprene).

C. Tackifying Resin

The tackifying resin is a relatively low molecular weight
resin (weight average molecular weight generally less than
about 50,000) having a fairly high glass transition tempera-
ture. Its function is to increase the strength of adhesion bonds.
Tackitying resins include, for example, rosin derivatives, ter-
pene resins, and synthetic or naturally derived petroleum
resins. Preferred tackifying resins herein are generally non-
polar tackifying resins selected from the group consisting of
hydrogenated hydrocarbon resins, hydrocarbon resins and
synthetic polyterpene resins. The tackifying resin is prefer-
ably miscible with hydrophobic polymer/plasticizer compo-
sition to provide a ternary solution. Commercially available
resins within these classes include Regalrez® 1085 (hydro-
genated hydrocarbon resin) and Regalite Resins such as
Regalite® 9100 (partially hydrogenated hydrocarbon resin,
available from Hercules); Escorez® 1304 and Escorez®
1102 (hydrocarbon resins), and Escorez® 5380 (cycli-
caliphatic hydrocarbon resin) available from Exxon Chemi-
cal Company, Wingtack® 95 and Wingtack® 85 (synthetic
polyterpene resins), available from Goodyear Tire and Rub-
ber.

D. Hydrophilic Polymer

Suitable hydrophilic polymers include repeating units
derived from an N-vinyl lactam monomer, a carboxy vinyl
monomet, a vinyl ester monomer, an ester of a carboxy vinyl
monomer, a vinyl amide monomer, and/or a hydroxy vinyl
monomer. Such polymers include, by way of example, poly
(N-vinyl lactams), poly(N-vinyl amides), poly(N-vinyl acry-
lamides), poly(N-alkylacrylamides), substituted and unsub-
stituted acrylic and methacrylic acid polymers (e.g.,
polyacrylic acids and polymethacrylic acids), polyvinyl alco-
hol (PVA), polyvinylamine, copolymers and blends thereof
and copolymers with other types of hydrophilic monomers
(e.g. vinyl acetate).
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Poly(N-vinyl lactams) useful herein are preferably non-
crosslinked homopolymers or copolymers of N-vinyl lactam
monomer units, with N-vinyl lactam monomer units repre-
senting the majority of the total monomeric units of a poly
(N-vinyl lactams) copolymer. Preferred poly(N-vinyl lac-
tams) for use in conjunction with the invention are prepared
by polymerization of one or more of the following N-vinyl
lactam monomers: N-vinyl-2-pyrrolidone; N-vinyl-2-valero-
lactam; and N-vinyl-2-caprolactam. Non-limiting examples
of' non-N-vinyl lactam comonomers useful with N-vinyl lac-
tam monomeric units include N,N-dimethylacrylamide,
acrylic acid, methacrylic acid, hydroxyethylmethacrylate,
acrylamide, 2-acrylamido-2-methyl-1-propane sulfonic acid
or its salt, and vinyl acetate.

Poly(N-vinyl amides) include, by way of example, N-vinyl
acetamide.

Poly(N-alkylacrylamides) include, by way of example,
poly(methacrylamide) and poly(N-isopropyl acrylamide)
(PNIPAM).

Polymers of carboxy vinyl monomers are typically formed
from acrylic acid, methacrylic acid, crotonic acid, isocrotonic
acid, itaconic acid and anhydride, a 1,2-dicarboxylic acid
such as maleic acid or fumaric acid, maleic anhydride, or
mixtures thereof, with preferred hydrophilic polymers within
this class including polyacrylic acid and polymethacrylic
acid, with polyacrylic acid most preferred.

Cellulose derivatives, mainly water-soluble hydroxypro-
pylcellulose (HPC) of different molecular weight are also
suitable for use as hydrophilic polymers. Upon melting, cel-
Iulose derivatives form a liquid crystalline (LC) melt having a
cholesteric structure. That is to say, stiff macromolecules are
positioned, not in a chaotic way as in isotropic polymers, but
rather to form a layered structure; the long axes of macromol-
ecules are oriented inside the layer in one direction, and this
direction changes by a slight angle when passing from one
layer to other, forming a so-called cholesteric macrohelix.
The existence of interplanar spaces, and the formation of long
fibers during processing of these polymers provides numer-
ous advantages. At cooling, the LC melt of HPC is a solid
polymer with complex phase structure.

Polysaccharides such as water-swellable agar are also suit-
able for use as hydrophilic polymers, and allow for the storage
of a significant amount of moisture.

Preferred hydrophilic polymers herein are the following:
poly(N-vinyl lactams), particularly polyvinyl pyrrolidone
(PVP) and polyvinyl caprolactam (PVCap); poly(N-vinyl
acetamides), particularly polyacetamide per se; polymers of
carboxy vinyl monomers, particularly polyacrylic acid and
polymethacrylic acid; and copolymers and blends thereof.
PVP and PVCap are particularly preferred.

The molecular weight of the hydrophilic polymer is not
critical; however, the number average molecular weight of the
hydrophilic polymer is generally in the range of approxi-
mately 50,000 to 2,000,000, more typically in the range of
approximately 100,000 to 1,500,000, also in some cases in
the range of approximately 500,000 to 1,500,000.

E. Complementary Polymer

The complementary polymer is capable of hydrogen bond-
ing to the hydrophilic polymer, and optionally is capable of
ionically or covalently bonding to the hydrophilic polymer as
well. The complementary polymer can be a polymer, and
oligomer, or any low molecular weight substance that is
capable of forming hydrogen bonds with the hydrophilic
polymer.

Preferably, the complementary polymer is a complemen-
tary oligomer. Preferred complementary oligomers are termi-
nated with hydroxyl groups, amino or carboxyl groups. The

30

40

45

50

55

10

oligomer typically has a glass transition temperature T, in the
range of about -100° C. to about -30° C. and a melting
temperature T,, lower than about 20° C. The oligomer may be
also amorphous. The difference between the T, values of the
hydrophilic polymer and the oligomer is preferably greater
than about 50° C., more preferably greater than about 100° C.,
and most preferably in the range of about 150° C. to about
300° C. The hydrophilic polymer and complementary oligo-
mer should be compatible, i.e. capable of forming a homoge-
neous blend that exhibits a single T,, intermediate between
those of the unblended components.

Generally, the complementary oligomer will have a
molecular weight in the range from about 45 to about 800,
preferably in the range of about 45 to about 600. The comple-
mentary oligomer is preferably a low molecular weight poly-
alkylene glycol (molecular weight 300-600) such as polyeth-
ylene glycol 400, which can also serve as a low molecular
weight plasticizer, and can be carboxyl-terminated or amino-
terminated. Alternatively, a different compound can be incor-
porated as an additional low molecular weight plasticizer, in
which case any of the low molecular weight plasticizers
described below can be used. In one embodiment of the
invention, the complementary oligomer is a complementary
low molecular weight or oligomeric plasticizer that contains
atleast two functional groups per molecule that are capable of
hydrogen bonding to the hydrophilic polymer.

Other examples of suitable complementary oligomers
include, but are not limited to, low molecular weight polyal-
cohols (e.g. glycerol), monomeric and oligoalkylene glycols
such as ethylene glycol and propylene glycol, ether alcohols
(e.g., glycol ethers), carbonic diacids, alkane diols from
butane diol to octane diol, including carboxyl-terminated and
amino-terminated derivatives of polyalkylene glycols noted
above. Polyalkylene glycols, optionally carboxyl-terminated,
are preferred herein, and polyethylene glycols having a
molecular weight in the range of about 300 to 600 are optimal
complementary oligomers.

It will be appreciated from the foregoing that a single
compound, e.g., a low molecular weight polyalkylene glycol
such as polyethylene glycol having a molecular weight in the
range of about 300 to 600, can serve as both the complemen-
tary oligomer and the elastomeric plasticizer.

As the complementary oligomer may itself act as a plasti-
cizer, it is not generally necessary to incorporate an added
plasticizer. However, inclusion of an additional low molecu-
lar weight plasticizer in the composition is optional and may,
in some cases, be advantageous. Suitable low molecular
weight plasticizers include: dialkyl phthalates, dicycloalkyl
phthalates, diaryl phthalates, and mixed alkyl-aryl phthalates,
as represented by dimethyl phthalate, diethyl phthalate,
dipropyl phthalate, di(2-ethylhexyl)-phthalate, di-isopropyl
phthalate, diamyl phthalate and dicapryl phthalate; alkyl and
aryl phosphates such as tributyl phosphate, trioctyl phos-
phate, tricresyl phosphate, and triphenyl phosphate; alkyl
citrate and citrate esters such as trimethyl citrate, triethyl
citrate, tributyl citrate, acetyl triethyl citrate, and trihexyl
citrate; dialkyl adipates such as dioctyl adipate (DOA); also
referred to as bis(2-ethylhexyl)adipate), diethyl adipate, di(2-
methylethyl)adipate, and dihexyl adipate; dialkyl tartrates
such as diethyl tartrate and dibutyl tartrate; dialkyl sebacates
such as diethyl sebacate, dipropyl sebacate and dinonyl seba-
cate; dialkyl succinates such as diethyl succinate and dibutyl
succinate; alkyl glycolates, alkyl glycerolates, glycol esters
and glycerol esters such as glycerol diacetate, glycerol triac-
etate (triacetin), glycerol monolactate diacetate, methyl
phthalyl ethyl glycolate, butyl phthalyl butyl glycolate, eth-
ylene glycol diacetate, ethylene glycol dibutyrate, triethylene
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glycol diacetate, triethylene glycol dibutyrate and triethylene
glycol dipropionate; and mixtures thereof. Preferred plasti-
cizers are triethyl citrate, diethyl phthalate, and dioctyl adi-
pate, with dioctyl adipate most preferred.

F. Clay Particles

The clay particles used in the composition of the invention
are responsible for many of the beneficial aspects of the
invention. For example, the clay particles: help to provide a
wicking action to remove moisture from the skin surface and
store it; reinforce the yield behavior that prevents the cold
flow; help the composition maintain its adhesive nature as
well as providing structural support to supply the high elastic
recoil at application of the composition on the sole of foot,
introduce nanospaces that can function to trap active ingre-
dients and then release them upon certain conditions, e.g.,
upon contact with wound exudate, and so forth.

In general, clays have a layered structure and the space
between neighbor platelets, for example in Na-montmorillo-
nite, is around 1 nm. In the bulk state, clay materials are
typically plastic when moist but hard when dried, and are
often composed mainly of fine platelets of hydrous aluminum
silicates, alone or in combination with other minerals. The
individual clay platelets are flexible and transparent. Due to
the presence on the surface of many functional groups, clays
are able to interact with other components of the formulation.
Negative charges on the particles are compensated by coun-
terions, for example Na+, Ca++, Ag+, and so forth, or a
combination thereof. Therefore, ion interaction between the
charged clay platelets and other components is possible. In
particular, suitable clay particle materials are selected from
the group consisting of phyllosilicates (layered silicates) and
layered double hydroxides (minerals and synthetic materials
with positively charged brucite-type layers of mixed metal
hydroxides). Such materials are described in detail in refer-
ences such as “Polymer-Clay Nanocomposites”, ed. T. J.
Pinnavaia and G. W. Beall (Wiley Series in Polymer Science,
John Wiley & Sons, Ltd., ©2000), the disclosure of which is
incorporated herein by reference.

In one embodiment of the invention, the phyllosilicate is
selected from the group consisting of allophane (hydrated
aluminum silicate); apophyllite (hydrated potassium sodium
calcium silicate hydroxide fluoride); bannisterite (hydrated
potassium calcium manganese iron zinc aluminum silicate
hydroxide); carletonite (hydrated potassium sodium calcium
silicate carbonate hydroxide fluoride); cavansite (hydrated
calcium vanadate silicate); chrysocolla (hydrated copper alu-
minum hydrogen silicate hydroxide); clay minerals (de-
scribed in detail below); delhayelite (hydrated sodium potas-
sium calcium aluminum silicate chloride fluoride sulfate);
elpidite (hydrated sodium zirconium silicate); fedorite (hy-
drated potassium sodium calcium silicate hydroxide fluo-
ride); franklinfurnaceite (calcium iron aluminum manganese
zinc silicate hydroxide); franklinphilite (hydrated potassium
manganese aluminum silicate); gonyerite (manganese mag-
nesium iron silicate hydroxide); gyrolite (hydrated calcium
silicate hydroxide); kanemite; kenyaite; leucosphenite (hy-
drated barium sodium titanium boro-silicate); magadiite;
makatite; micas such as biotite (potassium iron magnesium
aluminum silicate hydroxide fluoride), lepidolite (potassium
lithium aluminum silicate hydroxide fluoride), muscovite
(potassium aluminum silicate hydroxide fluoride), paragonite
(sodium aluminum silicate hydroxide), phlogopite (potas-
sium magnesium aluminum silicate hydroxide fluoride) and
zinnwaldite (potassium lithium aluminum silicate hydroxide
fluoride); minehillite (hydrated potassium sodium calcium
zinc aluminum silicate hydroxide); nordite (cerium lantha-
num strontium calcium sodium manganese zinc magnesium
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silicate); octosilicate; pentagonite (hydrated calcium vana-
date silicate); petalite (lithium aluminum silicate); prehnite
(calcium aluminum silicate hydroxide); rhodesite (hydrated
calcium sodium potassium silicate); sanbomite (barium sili-
cate); serpentines such as antigorite (magnesium iron silicate
hydroxide), clinochrysotile (magnesium silicate hydroxide),
lizardite (magnesium silicate hydroxide), orthochrysotile
(magnesium silicate hydroxide) and serpentine (iron magne-
sium silicate hydroxide); wickenburgite (hydrated lead cal-
cium aluminum silicate); and zeophyllite (hydrated calcium
silicate hydroxide fluoride).

In one preferred embodiment, the clay material is a phyl-
losilicate selected from the group consisting of clay minerals,
kanemite, kenyaite, magadiite and makatite.

In another preferred embodiment, the phyllosilicate is a
clay mineral, which is a group of phyllosilicates that contain
a large percentage of water trapped between the silicate
sheets. Most clay minerals are chemically and structurally
analogous to other phyllosilicates but the larger amounts of
water present, allow for more substitution of their cations.

Suitable clay minerals include chlorites such as bailey-
chlore (zinc iron aluminum magnesium silicate hydroxide),
chamosite (iron magnesium aluminum silicate hydroxide
oxide), the generallized mineral chlorite, clinochlore (a chro-
mium variety kaemmererite) (iron magnesium aluminum sili-
cate hydroxide), cookeite (lithium aluminum silicate hydrox-
ide), nimite (nickel magnesium iron aluminum silicate
hydroxide), pennantite (manganese aluminum silicate
hydroxide), penninite (iron magnesium aluminum silicate
hydroxide) and sudoite (magnesium aluminum iron silicate
hydroxide); glauconite (potassium sodium iron aluminum
magnesium silicate hydroxide); illite (hydrated potassium
aluminum magnesium iron silicate hydroxide); kaolinite
(aluminum silicate hydroxide); montmorillonite (hydrated
sodium calcium aluminum magnesium silicate hydroxide);
palygorskite (hydrated magnesium aluminum silicate
hydroxide); pyrophyllite (aluminum silicate hydroxide); sau-
conite (hydrated sodium zinc aluminum silicate hydroxide);
talc (magnesium silicate hydroxide); and vermiculite (hy-
drated magnesium iron aluminum silicate hydroxide).

Swellable clay minerals are those that have alkali metals
between their layers and can swell in polar solvents. These
include lithium containing materials such as cookeite;
sodium containing materials such as glauconite (which also
contains potassium), montmorillonite and sauconite; and
potassium containing materials such as illite. In some
instances, such swellable materials are preferred over the
non-swellable clay minerals.

It may be desirable to treat the phyllosilicate particles with
an organic material to intercalate organic molecules between
adjacent, planar silicate layers. For example, treatment can be
with an organic material such as silane coupling agents; qua-
ternary ammonium compounds; monomeric compounds hav-
ing an electrostatic functionality selected from the group
consisting of amines, amides and mixtures thereof; mono-
meric compounds having a functionality selected from the
group consisting of hydroxyl, aromatic rings, carbonyl, car-
boxylic acid, polycarboxylic acid, aldehydes, ketones,
amines, amides, ethers, esters and combinations thereof; an
N-alkenyl amide monomer/allylic monomer combination, an
oligomer formed by copolymerizing an N-alkenyl amide
monomer and an allylic monomer, a polymer formed by
copolymerizing an N-alkenyl amide monomer and an allylic
monomer, and mixtures thereof; an intercalant polymer; and
so forth.

In spite of some hydrophobization of the particle surface,
such a treatment, for example by di(octadecyldimethyl)am-
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monium chloride or bromide, leads to distinctive separation
of clay platelets and their homogeneous distribution in poly-
mer matrix. The reinforcing clay particles typically have an
average diameter of about <15y, and the average diameter is
preferably within the range of about 2-6p.. Their thickness is
around 10-100 nanometers and therefore can be referred to as
nanoparticles, and the composition is thus a “nanocompos-
ite”” Preferred clay particles are montmorillonite particles and
are available from Southern Clay Products Co under the
trademarks Cloisite Na+ (interspace lengthis 11.7 A, Cloisite
15A (interspace length is 31.5 A, clay modified with di(octa-
decyidimethyl)ammonium to render it more hydrophobic),
Cloisite 20A, and so forth.
G. Optional Additives

The composition may also include conventional additives
such as adhesive agents, antioxidants, crosslinking or curing
agents, pH regulators, pigments, dyes, refractive particles,
conductive species, antimicrobial agents, active agents and
permeation enhancers. In those embodiments wherein adhe-
sion is to be reduced or eliminated, conventional detackifying
agents may also be used. These additives, and amounts
thereof, are selected in such a way that they do not signifi-
cantly interfere with the desired chemical and physical prop-
erties of the adhesive.

Adhesive Agents

The composition of the invention can also include addi-
tional adhesive agents that serve to improve the adhesive and
tack properties of the adhesive, which is particularly benefi-
cial to maintain adhesiveness when the skin-contacting adhe-
sive is used in a manner such that it is subjected to a large
amount of mechanical stress. Exemplary materials include
tacky rubbers such as polyisobutylene, polybutadiene, butyl
rubber, polystyrene-isoprene copolymers, polystyrene-buta-
diene copolymers, and neoprene (polychloroprene). Pre-
ferred adhesive agents include low molecular weight poly-
isobutylene and butyl rubber.

In one embodiment, a hydrophobic pressure-sensitive
adhesive material is added, such as PIB, which tends to have
a low surface energy (30.5 mJ/m?) compared with SIS (35.0
mJ/m?) and the fresh composition (32.5 mJ/m?). Therefore,
the PIB can readily migrate onto the patch surface. This
migration can be accelerated by an extrusion procedure and/
or by heating the patch, for example at 50° C. for 2 hours.
After this treatment, the surface energy of the formulation
becomes equal to 30.7 mJ/m?, i.e., close to the PIB surface
energy. Therefore, the inclusion of PIB in the contact zone
with skin increases the initial tack.

A similar effect can be achieved by coating the patch sur-
face with a dilute PIB solution in chloroform. After evapora-
tion of solvent, the thin PIB layer forms reinforcing the initial
tack without initiation of additional cold flow. Accordingly,
the invention also contemplates coating the hydrophobic
pressure-sensitive adhesive material onto the system and then
heating the coating to remove any solvent and enable the
material to diffuse into the system.

Antioxidants

The composition of the invention may also include one or
more antioxidants, which may serve to enhance the oxidative
stability of the composition. Heat, light, impurities, and other
factors can all result in oxidation of the adhesive. Thus, ide-
ally, antioxidants should protect against light-induced oxida-
tion, chemically induced oxidation, and thermally induced
oxidative degradation during processing and/or storage. Oxi-
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dative degradation, as will be appreciated by those in the art,
involves generation of peroxy radicals, which in turn react
with organic materials to form hydroperoxides. Primary anti-
oxidants are peroxy free radical scavengers, while secondary
antioxidants induce decomposition of hydroperoxides, and
thus protect a material from degradation by hydroperoxides.
Most primary antioxidants are sterically hindered phenols,
and exemplary compounds for use herein are tetrakis [meth-
ylene(3,5-di-tert-butyl-4-hydroxyhydrocinnamate)| methane
(e.g., Irganox® 1010, from Ciba-Geigy Corp., Hawthorne,
N.Y.) and 1,3,5-trimethyl-2,4,6-tris[3,5-di-t-butyl-4-hy-
droxy-benzyl|benzene (e.g., Ethanox® 330, from Ethyl
Corp.). Exemplary secondary antioxidants that may replace
or supplement a primary antioxidant include tris(2,4-di-tert-
butylphenyl)phosphite (e.g., Irgafos® 168, Ciba-Geigy
Corp.). Other antioxidants, including but not limited to multi-
functional antioxidants, are also useful herein and can serve
as both a primary and a secondary antioxidant. Irganox®
1520 D, manufactured by Ciba-Geigy is one example of a
multifunctional antioxidant. Vitamin E antioxidants, such as
that sold by Ciba-Geigy under the tradename Irganox® E17,
are also useful in the present adhesives. Other suitable anti-
oxidants include, without limitation, ascorbic acid, ascorbic
palmitate, tocopherol acetate, propyl gallate, butylhydroxya-
nisole, butylated hydroxytoluene, bis(1,2,2,6,6-pentamethyl-
4-piperidinyl)-(3,5-di-tert-butyl-4-hydroxybenzyl)butylpro-
panedioate, (available as Tinuvin® 144 from Ciba-Geigy
Corp.) or a combination of octadecyl 3,5-di-tert-butyl-4-hy-
droxyhydrocinnamate (also known as octadecyl 3-(3',5'-di-
tert-butyl-4'-hydroxyphenyl)propionate)  (available  as
Naugard® 76 from Uniroyal Chemical Co., Middlebury,
Conn.) and bis(1,2,2,6,6-pentamethyl-4-piperidinylseba-
cate) (available as Tinuvin® 765 from Ciba-Geigy Corp.).
When included, the antioxidant can be present in amounts
up to 2 wt % of the adhesive composition, but will typically be
present in the range of about 0.05 wt % to 1.5 wt. %.

pH Regulators

Compounds useful as pH regulators include, but are not
limited to, glycerol buffers, citrate buffers, borate buffers,
phosphate buffers and citric acid-phosphate buffers. These
regulators may be included so as to ensure that the pH of the
composition is compatible with that of an individual’s body
surface.

Pigments, Dyes and Refractive Particles

Pigments, dyes and refractive particles are typically
included in an adhesive for aesthetic purposes, either to
mimic the coloration of the skin surface or to provide an
otherwise colorful adhesive.

There are numerous pigments and/or dyes that can be
included in the adhesive. Preferably such additives will not
leach out and stain or otherwise irritate the skin surface.
Refractive particles are particles that refract and reflect light
striking the adhesive and the color of the reflected light
changes as the angle at which the adhesive is viewed is
changed. Exemplary refractive particles are those made from
embossed, aluminized polyester.

Conductive Species

The composition may be rendered electrically conductive
for use in biomedical electrodes and other electrotherapy
contexts, i.e., to attach an electrode or other electrically con-
ductive member to the body surface. For example, the adhe-
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sive may be used to attach a transcutaneous nerve stimulation
electrode, an electrosurgical return electrode, or an EKG
electrode to a patient’s skin or mucosal tissue. Such applica-
tions generally involve modifying the adhesive composition
so as to contain a conductive species, which renders the
adhesive composition conductive. Suitable conductive spe-
cies include those normally found in conductive adhesives
used for application to the skin or other body surface, and
include ionizable inorganic salts, organic compounds, or
combinations of both. Examples of ionically conductive elec-
trolytes include, by way of illustration and not limitation,
ammonium sulfate, ammonium acetate, monoethanolamine
acetate, diethanolamine acetate, sodium lactate, sodium cit-
rate, magnesium acetate, magnesium sulfate, sodium acetate,
calcium chloride, magnesium chloride, calcium sulfate,
lithium chloride, lithium perchlorate, sodium citrate and
potassium chloride, and redox couples such as a mixture of
ferric and ferrous salts such as sulfates and gluconates, and
combinations thereof. Although any amount of electrolyte
may be present in the adhesive compositions of the invention,
typically the electrolyte(s) will be present in an amount
within the range of about 0.1-15 wt % of the adhesive.

Procedures for fabricating biomedical electrodes are well
known in the art and can be readily adapted for incorporating
the adhesive of the invention into such electrodes. See for
example, U.S. Pat. No. 5,846,558 to Nielsen, et al., the dis-
closure of which is incorporated herein by reference with
respect to manufacturing details.

Antimicrobial Agents

Antimicrobial agents may be included to prevent spoilage
upon storage, i.e., to inhibit growth of microbes such as yeasts
and molds. Suitable antimicrobial agents are typically
selected from the group consisting of the methyl and propyl
esters of p-hydroxybenzoic acid (i.e., methyl and propyl para-
ben), sodium benzoate, sorbic acid, imidurea, proteins (i.e.,
lysozyme), silver salts, and combinations thereof.

Active Agents

One or more active agents can be included in the compo-
sition of the invention. Suitable active agents that may be
incorporated into the adhesives of the invention, include the
broad classes of compounds normally delivered through body
surfaces and membranes such as, by way of illustration and
not limitation: analeptic agents; analgesic agents; antiarthritic
agents; anticancer agents, including antineoplastic drugs;
anticholinergics; anticonvulsants; antidepressants; antidia-
betic agents; antidiarrheals; antihelminthics; antihistamines;
antihyperlipidemic agents; antihypertensive agents; anti-in-
fective agents such as antibiotics, antifungal agents, antiviral
agents and bacteriostatic and bactericidal compounds; anti-
inflammatory agents; antimigraine preparations; antinause-
ants; antiparkinsonism drugs; antipruritics; antipsychotics;
antipyretics; antispasmodics; antitubercular agents; antiulcer
agents; anxiolytics; appetite suppressants; attention deficit
disorder and attention deficit hyperactivity disorder drugs;
cardiovascular preparations including calcium channel
blockers, antianginal agents, central nervous system agents,
beta-blockers and antiarrhythmic agents; caustic agents; cen-
tral nervous system stimulants; cough and cold preparations,
including decongestants; cytokines; diuretics; genetic mate-
rials; herbal remedies; hormonolytics; hypnotics; hypoglyce-
mic agents; immunosuppressive agents; keratolytic agents;
leukotriene inhibitors; mitotic inhibitors; muscle relaxants;
narcotic antagonists; nicotine; nutritional agents, such as
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vitamins, essential amino acids and fatty acids; ophthalmic
drugs such as antiglaucoma agents; pain relieving agents such
as anesthetic agents; parasympatholytics; peptide drugs; pro-
teolytic enzymes; psychostimulants; respiratory drugs,
including antiasthmatic agents; sedatives; steroids, including
progestogens, estrogens, corticosteroids, androgens and ana-
bolic agents; smoking cessation agents; sympathomimetics;
tissue-healing enhancing agents; tranquilizers; vasodilators
including general coronary, peripheral and cerebral; vessi-
cants; and combinations thereof.

In a preferred embodiment, the active agent is selected
from the group consisting of antibiotics, antifungal agents,
antiinflammatory agents, bacteriostatic and bactericidal com-
pounds, caustic agents, keratolytic agents, pain relieving
agents, proteolytic enzymes, tissue-healing enhancing
agents, vasodilators, vessicants, and combinations thereof.
Typically the active agent(s) will be present in a therapeuti-
cally effective amount. Examples of drugs within these
classes are set forth below.

The release of active agents “loaded” into the adhesive of
the invention typically involves both absorption of water and
desorption of the agent via a swelling-controlled diffusion
mechanism. Active agent-containing adhesives may be
included in adhesive cushions, wound dressings, transdermal
drug delivery devices and the like.

Antibiotics include antibiotics of the lincomycin family
(referring to a class of antibiotic agents originally recovered
from Streptomyces lincolnensis); antibiotics of the tetracy-
cline family (referring to a class of antibiotic agents originally
recovered from Streptomyces aureofaciens); sulfur-based
antibiotics such as the sulfonamides; and so forth. Exemplary
antibiotics of the lincomycin family include lincomycin itself
(6,8-dideoxy-6-[[(1-methyl-4-propyl-2-pyrrolidinyl)-carbo-
nyl]amino]-1-thio-L-threo-a-D-galacto-octopyranoside),
clindamycin, the 7-deoxy, 7-chloro derivative of lincomycin
(i.e., 7-chloro-6,7,8-trideoxy-6-[[(1-methyl-4-propyl-2-pyr-
rolidinyl)carbonyl]amino]-1-thio-L-threo-a-D-galacto-oc-
topyranoside), and pharmacologically acceptable salts and
esters thereof. Exemplary antibiotics of the tetracycline fam-
ily include tetracycline itself (4-(dimethylamino)-1,4,4c.,5,
50,6,11,12a-octahydro-3,6,10,12,12a-pentahydroxy-6-me-
thyl-1,11-dioxo-2-naphthacenecarboxamide),
chlortetracycline, oxytetracycline, tetracycline, demeclocy-
cline, rolitetracycline, methacycline and doxycycline and
their pharmaceutically acceptable salts and esters, particu-
larly acid addition salts such as the hydrochloride salt. Exem-
plary sulfur-based antibiotics include, but are not limited to,
the sulfonamides sulfacetamide, sulfabenzamide, sulfadiaz-
ine, sulfadoxine, sulfamerazine, sulfamethazine, sulfame-
thizole, sulfamethoxazole, and pharmacologically acceptable
salts and esters thereof, e.g., sulfacetamide sodium.

Exemplary antifungal agents include chloroxylenol, ciclo-
pirox, clotrimazole, griseofulvin, ketoconazole, miconazole,
tolnaftate, undecylenic acid, and so forth.

Exemplary antiinflammatory agents include corticoster-
oids and nonsteroidal anti-inflammatory drugs. Examples of
nonsteroidal anti-inflammatory drugs include alminoprofen,
benoxaprofen, butibufen, carprofen, fenbufen, fenoprofen,
flurbiprofen, ibuprofen, indoprofen, ketoprofen, naproxen,
oxaprozin, pirprofen, pranoprofen, suprofen, tiaprofenic
acid, and so forth.

Exemplary bacteriostatic and bactericidal compounds
include, aryl mercury compounds such as phenylmercury
borate or merbromin; alkyl mercury compounds such as thi-
omersal; chloramine; chlorohexidine; halogen compounds
such as iodine, iodopovidone complexes (e.g., complexes of
PVP and iodine, also referred to as “povidine” and available
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under the tradename Betadine® from Purdue Frederick);
iodide salts; organic nitrogen compounds such as 8-hydrox-
yquinoline, chlorquinaldol, clioquinol, ethacridine, hexeti-
dine, chlorhexedine and ambazone; organotin compounds
such as tri-n-butyltin benzoate; oxidants such as hydrogen
peroxide and potassium permanganate; phenols such as thy-
mol, o-phenyl phenol, 2-benzyl-4-chlorophenol, hexachlo-
rophen and hexylresorcinol; silver and silver-containing
compounds such as sulfadiazine, silver protein acetyltannate,
silver nitrate, silver phosphate, silver thiosulfate complex,
silver acetate, silver lactate, silver sulfate and silver chloride
and combinations thereof; sodium hypochlorite; zinc and
zinc salts; and so forth.

Exemplary caustic agents include podophyllin, and the
like.

Exemplary keratolytic agents include lactic acid, salicylic
acid, urea, and so forth.

Exemplary pain relieving agents include local or topical
anesthetics, including, but not limited to, acetamidoeugenol,
alfadolone acetate, alfaxalone, amucaine, amolanone, amy-
locaine, benoxinate, betoxycaine, biphenamine, bupivacaine,
burethamine, butacaine, butaben, butanilicaine, buthalital,
butoxycaine, carticaine, 2-chloroprocaine, cinchocaine,
cocacthylene, cocaine, cyclomethycaine, dibucaine, dime-
thisoquin, dimethocaine, diperadon, dyclonine, ecgonidine,
ecgonine, ethyl aminobenzoate, ethyl chloride, etidocaine,
etoxadrol, f-eucaine, euprocin, fenalcomine, fomocaine,
hexobarbital, hexylcaine, hydroxydione, hydroxyprocaine,
hydroxytetracaine, isobutyl p-aminobenzoate, kentamine,
leucinocaine mesylate, levoxadrol, lidocaine, mepivacaine,
meprylcaine, metabutoxycaine, methohexital, methyl chlo-
ride, midazolam, myrtecaine, naepaine, octacaine,
orthocaine, oxethazaine, parethoxycaine, phenacaine, phen-
cyclidine, phenol, piperocaine, piridocaine, polidocanol,
pramoxine, prilocaine, procaine, propanidid, propanocaine,
proparacaine, propipocaine, propofol, propoxycaine,
pseudococaine, pyrrocaine, risocaine, salicyl alcohol, tetra-
caine, thialbarbital, thimylal, thiobutabarbital, thiopental,
tolycaine, trimecaine, zolamine, and the like, with tetracaine,
lidocaine and prilocaine being particularly suitable herein.

Exemplary proteolytic enzymes include those agents that
are effective wound cleansing agents, and include, for
example, pepsin, trypsin, collagenase, chymotrypsin,
elastase, carboxypeptidase, aminopeptidase, and the like.

Tissue-healing enhancing agents are also referred to in the
art as tissue regenerative agents and include agents such as
collagen; glycosaminoglycans such as hyaluronic acid, hep-
arin, heparin sulfate and chondroitin sulfate; proteoglycans
such as versican and biglycan; peptides such as fibronectin,
vitronectin, osteopontin and thrombospondin, all of which
contain the tripeptide sequence RGD (arginine-glycine-as-
partic acid), a sequence generally associated with adhesive
proteins and necessary for interaction with cell surface recep-
tors; polypeptide growth factors such as platelet-derived
growth factor, fibroblast growth factor, transforming growth
factor and insulin-like growth factor; substrate adhesion mol-
ecules such as fibronectin, vitronectin and laminin; and so
forth.

Exemplary vasodilators include those topical vasodilators
useful for increasing blood flow in the dermis, such as rube-
facients and counterirritants. Rubefacient agents include
nicotinic acid, nicotinates such as methyl, ethyl, butoxyethyl,
phenethyl and thurfyl nicotinate, as well as the essential oils
such as mustard, turpentine, cajuput and capsicum oil, and
components thereof.

Exemplary vessicants include cantharidin, and the like.
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Permeation Enhancers

One or more permeation enhancers can be included in the
composition of the invention. With some active agents, it may
be desirable to administer the agent along with a suitable
permeation enhancer in order to achieve a therapeutically
effective flux through the skin or mucosa. Selection of suit-
able permeation enhancers will depend upon the agent being
delivered, as well as the enhancer’s compatibility with the
other components of the adhesive.

Exemplary permeation enhancers include, by way of illus-
tration and not limitation, sulfoxides such as dimethylsulfox-
ide and decylmethylsulfoxide; ethers such as diethylene gly-
col monoethyl ether and diethylene glycol monomethyl ether;
surfactants such as sodium laurate, sodium lauryl sulfate,
cetyltrimethylammonium bromide, benzalkonium chloride,
Poloxamer (231, 182, 184), Tween (20, 40, 60, 80) and leci-
thin; the 1-substituted azacycloheptan-2-ones, particularly
1-n-dodecylcyclazacycloheptan-2-one; alcohols such as
ethanol, propanol, octanol, decanol, benzyl alcohol, and the
like; fatty acids such as lauric acid, oleic acid and valeric acid;
fatty acid esters such as isopropyl myristate, isopropyl palmi-
tate, methylpropionate, and ethyl oleate; polyols and esters
thereof such as propylene glycol, ethylene glycol, glycerol,
butanediol, polyethylene glycol, and polyethylene glycol
monolaurate; amides and other nitrogenous compounds such
as urea, dimethylacetamide, dimethylformamide, 2-pyrroli-
done, 1-methyl-2-pyrrolidone, ethanolamine, diethanola-
mine and triethanolamine; terpenes; alkanones; and organic
acids, particularly salicylic acid and salicylates, citric acid
and succinic acid; and mixtures thereof.

Water-Swellable Water-Insoluble Polymers

When the compositions of the invention are used as a
slowly dissolving film, for example, containing one or more
active agents, it may be desirable to also include a water-
swellable water-insoluble polymer, along with the hydro-
philic polymer, complementary polymer, and clay particles.

Exemplary water-swellable water-insoluble polymers are
acrylate-based polymers or copolymers, generally formed
from acrylic acid, methacrylic acid, methyl acrylate, ethyl
acrylate, methyl methacrylate, ethyl methacrylate, and/or
other vinyl monomers. Several of these are also classified as
hydrophilic polymers, above. Suitable acrylate polymers are
those copolymers available under the tradename “Eudragit”
from Rohm Pharma (Germany). The Eudragit® series E, L, S,
RL, RS and NE copolymers are available solubilized in
organic solvent, in an aqueous dispersion, or as a dry powder.
Preferred acrylate polymers are copolymers of methacrylic
acid and methyl methacrylate, such as the Eudragit [. and
Eudragit S series polymers. Particularly preferred such
copolymers are Eudragit [ 30D-55 and Fudragit I 100-55
(the latter copolymer is a spray-dried form of Eudragit L.
30D-55 that can be reconstituted with water). The molecular
weight of the Eudragit [ 30D-55 and Eudragit I 100-55
copolymer is approximately 135,000 Da, with a ratio of free
carboxyl groups to ester groups of approximately 1:1. The
Eudragit I 100-55 copolymer is generally insoluble in aque-
ous fluids having a pH below 5.5. Another particularly suit-
able methacrylic acid-methyl methacrylate copolymer is
Eudragit S-100, which differs from Eudragit [ 30D-55 in that
the ratio of free carboxyl groups to ester groups is approxi-
mately 1:2. Eudragit S 100 is insoluble at pH below 5.5, but
unlike Eudragit [, 30D-55, is poorly soluble in aqueous fluids
having a pH in the range of 5.5 to 7.0. This copolymer is
soluble at pH 7.0 and above. Eudragit . 100 may also be used,
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which has a pH-dependent solubility profile between that of
Eudragit [ 30D-55 and Eudragit S 100, insofar as it is
insoluble at a pH below 6.0. It will be appreciated by those
skilled in the art that Eudragit [. 30D-55, L 100-55,1. 100, and
S 100 can be replaced with other acceptable polymers having
similar pH-dependent solubility characteristics. Other suit-
able acrylate polymers are those methacrylic acid/ethyl acry-
late copolymers available under the tradename “Kollicoat”
from BASF AG (Germany). For example, Kollicoat MAE has
the same molecular structure as Eudragit I, 100-55.

H. Additional Elements

Backing Member

The composition of the invention may be formulated so as
to include a backing member, which can be laminated to the
composition to serve as the outer surface of a dressing, cush-
ion or transdermal drug delivery device following application
to the skin. Exemplary backing member materials include
fibrous or porous sheet materials such as flannel, felt, cotton,
polyesters, polyethylene, polypropylene, polyurethanes,
polyether amides and the like. The backing member is typi-
cally along the order of about 1-2.5 mils in thickness, but may
be thinker or thinner as needed. If desired, the backing can be
pigmented, metallized, or provided with a matte finish suit-
able for writing.

The backing layer may be non-occlusive (or “breathable”™),
i.e., permeable to moisture and will generally be made of a
flexible, resilient outer layer, fabricated from a translucent or
transparent, film, a foam pad or fibrous material such as
fabric, with a layer of the adhesive composition of the inven-
tion laminated thereto for application to the skin surface.
Exemplary backing players include transparent polyure-
thane, transparent polyurethane coated with acrylic adhesive
(to reinforce the connection between the adhesive composi-
tion and backing layer and foamed polyurethane. Use of
foamed or fabric backings may provide for increased cush-
ioning, however, use of such as backing will decrease the
transparency properties of the product. When moisture per-
meability is particularly preferred, the backing layer should
provide for anisotropic moisture transportation, i.e., from the
skin through the composition and the backing member, and
then to the environment, but not vice versa, for example
during bathing.

In general, the material used for the backing layer should
permit the composition to follow the contours of the skin and
be worn comfortably on areas of skin such as at joints or other
points of flexure, that are normally subjected to mechanical
strain with little or no likelihood of the adhesive disengaging
from the skin due to differences in the flexibility or resiliency
of the skin and the adhesive.

Since the backing member covers a large surface area of the
composition, a highly water permeable backing can serve as
a significant conduit for water to enter the adhesive. The
combination of the degree of water permeability into the
backing and the ability of the adhesive o hold water for a
required period of wearing time needs to be in balance. Thus
if the adhesive is designed to hold enough water from the skin
and from the periphery of the adhesive and not lose its cohe-
sive-adhesive properties during the required period of wear-
ing time, then a water impermeable backing is suitable for
use.

However, if it is preferred to have some water leave the
adhesive during wearing then a water or moisture permeable
backing is preferred. In that instance, the amount of water
intrusion into the adhesive and the moisture vapor transmis-
sion rate should be balanced. Also water should not be too
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soluble in the backing layer otherwise the backing layer may
swell and either delaminate or cause the adhesive to lift-off
prematurely. The outer surface of the backing ideally has a
surface property that minimizes the ability of the adhesive to
grab cloth normally used in socks, stockings or bed linen.

When the composition is used in a dressing or cushion, the
backing is preferably able to conform to the skin surface to
which it is applied, for example, it can conform to the curva-
ture of the ball and heel of a human foot when the foot is at
rest. During walking or running there will be intermittent
increased compression, tension and shear forces on the back-
ing and the adhesive. Use of a flexible and/or elastic backing
member, minimizes the occurrence of adhesive residue
beyond the perimeter of the backing, which then would cause
the dressing or cushion to stick to socks or bed coverings and
possibly become detached from the skin surface. Thus the
coefficient of friction, compression and other elastic proper-
ties of the backing are also important considerations.

In one embodiment of the invention, the backing is a poly-
urethane film having a thickness of about 1.5-2.0 mils. In
another embodiment of the invention, the backing is a poly-
meric foam material. The porous nature of the foam can
provide a depot of adhesive so that as pressure is applied to the
skin-contacting adhesive, the adhesive formulation is con-
tinuously forced out of the pores to replenish the adhesive
layer that is in contact with the skin.

Release Liner

The composition of the invention may be formulated so as
to include a release liner, which can serve to protect the
composition during storage and prior to use. The release liner
preferably peels away with an easy peel and does not stick
aggressively nor become difficult to remove from the com-
position during storage. Ideally, the release liner has adhesive
properties that remain contact over time. The release liner can
be made from numerous suitable materials, but is preferably
differentiated from the composition of the invention, cushion,
etc., by material texture or design and is impermeable to the
composition. Exemplary release liners include silicone or
fluorocarbon treated materials, polyesters, polyvinyl chlo-
ride, cellulose acetate, polypropylene, polyethylene and
polyethylene terephthalate films. The release liner is typically
along the order of about 3 mils in thickness, but may be
thinker or thinner as needed.

Applicator Tab or Mechanism

The composition of the invention may be formulated so as
to include an applicator tab or applicator mechanism, which is
designed to facilitate application of the adhesive, cushion,
etc., to the appropriate skin location. For example, an appli-
cator tab can be a 2 mil polyolefin film.

II1. Configuration and Size

The skin contact area of the composition of the invention
may be any size, but will typically be within in the range of
about 3-250 cm?, and preferably in the range of about 20-150
cm?, depending on the specific application as described in
part V below.

IV. Fabrication

The composition of the invention is melt extrudable, and
thus may be prepared using a simple blending and extruding
process. The components of the composition are weighed out
and then admixed, for example using a Brabender, Haake or
Baker Perkins Blender, generally at a temperature within the
range of about 90-160° C. Solvents may be added, but are not
required. The resulting composition can be extruded using a
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single or twin-screw extruder. The composition can be
extruded directly onto a substrate such as a backing member,
covered with a release liner, profiled, and then cut. Another
possibility consists in extruding a thin layer of the formula-
tion between two release liners with subsequent cutting and
pressing, using, for example, a Carver press.

The resulting composition can have a variety of thick-
nesses, but typically will be in the range of about 0.10-1.0
mm, more usually in the range of about 0.20-0.60 mm. In a
preferred embodiment, the composition is configured to have
a tapered edge.

The order in which the various ingredients may be added
into the mixer is not critical to the invention. However, in a
preferred method, the clay particles are mixed with the
complementary polymer, prior to mixing with the other ingre-
dients to reach a uniform distribution. In addition, it may be
desirable to intercalate the clay structure with components
such as di- or polyglycols, by first mixing the clay particles
with such components prior to adding the clay to the formu-
lation. In another preferred method, a pre-mixture of the
hydrophilic polymer, the complementary polymer, and the
clay particles, is formed. To this pre-mixture, is added the
hydrophobic polymer, the tackifying resin, additional clay
particles, and finally the elastomeric plasticizer.

The temperature may be increased or decreased with each
addition to facilitate manufacture or to control the product
characteristics. For example, certain components can be
added at lower temperature to prevent their possible chemical
decomposition. In this manner, the physical characteristics of
the composition can be modified by altering the temperature
regime, agitation speed and time.

The temperature profile can also be designed to provide for
a desirable consistency of the composition so that one is able
to press the formed edge and to cut the desired wound dress-
ing, mucosal, or cushion product. A suitable temperature for
fabrication is around 70-110° C.

V. Specific Uses
The compositions of the invention find utility in numerous

applications, such as in transdermal and/or transmucosal drug

delivery devices, topical and transdermal pharmaceutical for-
mulations, pressure-relieving cushions (which may or may
not be medicated), bandages, ostomy devices, prosthesis
securing means, face masks, sound, vibration or impact
absorbing materials, and the like. Also, the compositions may
be rendered electrically conductive by incorporation of an
electrically conductive material, and may thus be used for
attaching an electroconductive particle, such as an electrode

(e.g., atranscutaneous electric nerve stimulation electrode, an

electrosurgical return electrode or an EKG monitoring elec-

trode), to an individual’s body surface.

The compositions provide several significant advantages,
including:

(1) fabricated so as to be translucent, which enables one to
view the extent of wound healing without removing the
formulation from the body surface;

(2) display very high swelling upon contact with water;

(3) contain nanospaces to store the active agents and release
them under the appropriate conditions;

(4) exhibit little or no cold flow during use; and

(5) are readily modified during manufacture so that properties
such as adhesion, absorption, and translucence can be opti-
mized.

A. Adhesive Cushion
The compositions of the invention are useful in any number

of applications wherein adhesion of a product to a body

surface is called for or is desirable. One such embodiment is
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an adhesive cushion which comprises a skin-contacting layer
of the composition of the invention, and a backing layer as
described above.

Suitable cushions include, arch support pads, blister pads,
bunion pads, callus pads, corn pads, elbow pads, finger pads,
forearm pads, heel cushions, insoles, knee pads, metatarsal
pads, shin pads, toe pads, wrist pads, and so forth. Preferably,
the adhesive cushion stays affixed to the skin for at least
seventy-two hours.

The adhesive cushion may further comprise a therapeuti-
cally effective amount of an active agent, as defined above. In
particular, active agents such as bacteriostatic and bacteri-
cidal compounds and antibiotic agents, and combinations
thereof may be included in the adhesive composition.

The adhesive cushion can have a skin-contacting area in the
range of about 3-250 cm?, typically about 3-10 cm?®. A com-
mon shape for adhesive callus cushions is circular, and such
patches will typically have a diameter within the range of
about 3.15-3.50 cm. Blister, bunion and corn cushions typi-
cally have an elliptic shape with tapered edges of different
dimensions.

The adhesive cushion finds particular utility as pressure-
relieving cushion for application to a foot. In one such
embodiment, the cushion contains an active agent for the
treatment of dicubitis, veinous and diabetic foot ulcers, or the
like.

B. Wound Dressings

The compositions of the invention are useful as wound
dressing. An exemplary wound dressing comprises a lami-
nated composite of a body facing layer having a body-con-
tacting surface, and an outwardly facing non-occlusive back-
ing layer, wherein at least a portion of the body-contacting
surface is comprised of the adhesive composition of the
invention.

For wound dressings, suitable active agents are those use-
ful for the treatment of wounds, and include, but are not
limited to antibiotics, antifungal agents, antiinflammatory
agents, bacteriostatic and bactericidal compounds, pain
relieving agents, proteolytic enzymes, tissue-healing enhanc-
ing agents, vasodilators, and combination thereof. Specific
agents within these classes are set above.

The wound dressing can be designed such that the entire
body-contacting surface is comprised of the adhesive, or the
perimeter can be made up of the adhesive with an inner
wound-contacting region made of a material such as a hydro-
gel or a non-tacky hydrocolloid with a high moisture adsorp-
tion capacity (matrix-island design). The wound dressing
may further include a backing layer and a removable release
liner that covers and is co-extensive with the body-facing
surface of the wound dressing.

It may be desirable to prepare the adhesive composition so
that it is substantially nontacky, or at most slightly tacky,
when applied to the body surface. In addition, the adhesive
composition may further comprise a therapeutically effective
amount of an active agent, as defined above, that is suitable
for application to a wound. In particular, active agents such as
antibiotics, antifungal agents, antiinflammatory agents, bac-
teriostatic and bactericidal compounds, pain relieving agents,
proteolytic enzymes, tissue-healing enhancing agents,
vasodilators, and combination thereof may be included in the
adhesive composition.

A typical skin-contacting area in the range of about 3-250
cm?, typically about 3-10 cm?®. Wound dressings are often
rectangular in shape, and are commonly as large as 250 cm?.
C. Transdermal Drug Delivery Devices

The skin-contacting adhesive composition also find utility
when incorporated into a transdermal drug delivery device.
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One exemplary device comprises a drug reservoir containing
a therapeutically effective amount of an active agent, an out-
wardly facing backing layer, and a means for affixing the
device to a body surface comprising the adhesive composi-
tion of the invention.

In the manufacture of such transdermal drug delivery
devices, the skin-contacting adhesive composition may be
cast or extruded onto a backing layer or release liner of such
a device and will serve as the skin contacting face of the
“patch.” The drug reservoir may be separate from the adhe-
sive composition or the adhesive itself may be serve as a drug
reservoir within the device.

Any number of active agents can be administered using
these drug delivery devices of the invention. The device will
contain a quantity of a pharmacologically active agent effec-
tive to provide the desired dosage over a predetermined deliv-
ery period and may also contain a carrier (e.g., a vehicle to
solubilize the active agent), a permeation enhancer, if neces-
sary, and optional excipients such as colorants, thickening
agents, stabilizers, surfactants and the like.

The transdermal drug delivery device may also contain a
release liner or a rate-controlling membrane formed of a
material selected to limit the flux of one or more components
contained in the drug formulation. Representative materials
useful for forming rate-controlling membranes include poly-
olefins such as polyethylene and polypropylene, polyamides,
polyesters, ethylene-ethacrylate copolymer, ethylene-vinyl
acetate copolymer, ethylene-vinyl methylacetate copolymer,
ethylene-vinyl ethylacetate copolymer, ethylene-vinyl pro-
pylacetate copolymer, polyisoprene, polyacrylonitrile, ethyl-
ene-propylene copolymer, polysiloxane-polycarbonate block
copolymer and the like. If a specific drug can interspersed
within the clay crystalline structure, in the presence of mois-
ture, the drug will be releases according to the laws of diffu-
sion. This process will be accompanied by the exchange of
charged species inside the clay interspaces, thus providing a
constant drug release rate.

D. Oral Care Products

The adhesive compositions of the invention are also useful
in formulating a variety of oral care products. They are useful,
for example, to provide products which allow topical admin-
istration of a variety of active ingredients for the treatment of
conditions of the mouth such as infection, inflammation, cold
sores, cankers, traumatic injuries, or gingivitis. These active
agents may include as active ingredients, for example, anti-
biotics, antiinflammatory drugs, pain relieving agents, pro-
teolytic enzymes, and tissue healing enzymes, for example of
the types listed above in part I1.G. A composition containing
as an active agent triclosan, for example, may be used as an
anti-gingivitis formulation. The active agent for an oral care
formulation employing the adhesive compositions of the
invention may also be a breath-freshening, tooth-coloring, or
other cosmetic agent. Oral care formulations employing the
adhesive compositions of the invention may be designed to
contain multiple active ingredients either in a single compo-
nent or in different components which make up the oral care
formulation. For example, the multiple active ingredients
may be disposed in different layers in addition to the adhesive
layer which is in immediate contact with the teeth or some
other surface within the oral cavity. Alternatively, there may
be two or more components side by side each containing
different active ingredients.

The adhesive compositions of the invention are useful in
particular in tooth whitening products. Much information
about the design of tooth whitening products is found in U.S.
Published patent application No. 2004/0105834 to Singh et
al.
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An exemplary oral care product which can be made with
the adhesive compositions of the invention comprises a flex-
ible strip of adhesive-containing material that is applied
across a row of teeth. This oral care product comprises an
outer backing member that provides the external surface of
the system following application to the teeth; one or more
actives (for example, tooth whitening or anti-gingivitis
actives) in an adhesive layer which is in contact with the outer
backing member; and a removable release liner as described
above that covers the otherwise exposed active-containing
adhesive composition prior to use. The backing member may
be as described above in part I1.G. It may be composed of an
inert material, e.g., polyester, polyethylene, polypropylene,
polyurethane, or the like. Ideally, the backing is relatively soft
and flexible so as to permit the system to conform to the
contour of the teeth and minimize any discomfort to the user.
The backing member may itself contain active ingredients.

Other oral care products made with the adhesive formula-
tions of the invention may be designed to adhere to other
portions of the oral cavity, for example to the gums, the palate,
or the area surrounding the lips.

The adhesive compositions of the invention may be
designed to dissolve or erode after a certain period of time in
contact with the moisture of the mouth, as discussed above.
They may consequently be employed in oral care products
which dissolve or erode in the mouth, and so do not have to be
removed by the user. Such oral care products may be used to
deliver the active ingredients listed above. In the formulation
of'such products which include a backing member, it is desir-
able that the backing member erode more slowly than the
medium which adheres to the teeth or other oral surfaces. The
design of such backing members is discussed in U.S. Pub-
lished patent application No. 2004/0105834, cited above. A
preferred class of such backing members is made out of
acrylate polymers. Preferred acrylate polymers are the
Eudragit® copolymers (copolymers of methacrylic acid and
methyl methacrylate), such as the Eudragit® series E, L, S,
RL, RS and NE copolymers. In addition, mixtures of Eudragit
polymers or mixtures of Eudragit polymers with other poly-
mers and excipients (e.g., buffering agents, pH modulators)
may be used to tailor the rate of erosion of the backing
member relative to the remaining components of the oral care
product.

E. Other Products Requiring Adhesion to Body Surfaces

The compositions of the invention are also useful in a host
of other contexts, e.g., as adhesives for affixing medical
devices, diagnostic systems and other devices to be affixed to
abody surface, and in any other application wherein adhesion
to a body surface is necessary or desired. The compositions
are also useful as sealants for ostomy devices, as prostheses
including dental adhesives, as face masks, as sound, vibration
or impact absorbing materials, as carriers in cosmetic and
cosmeceutical gel products, slowly dissolving films contain-
ing drugs or breath fresheners for oral application, and will
have other uses known to or ascertainable by those of ordinary
skill in the art, or as yet undiscovered.

The practice of the present invention will employ, unless
otherwise indicated, conventional techniques of polymer
chemistry and adhesive manufacture, which are within the
skill of the art. Such techniques are fully explained in the
literature.

EXAMPLES

The following examples are put forth so as to provide those
of ordinary skill in the art with a complete disclosure and
description of how to make and use the compounds of the
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invention, and are not intended to limit the scope of what the
inventors regard as their invention. Efforts have been made to
ensure accuracy with respect to numbers (e.g., amounts, tem-
perature, etc.) but some errors and deviations should be
accounted for. Unless indicated otherwise, parts are parts by
weight, temperature is in ° C. and pressure is at or near
atmospheric.

ABBREVIATIONS AND TRADEMARKS

The following abbreviations are used in the examples:

Cloisite Na*  Natural clay (Southern Clay Products)
Cloisite 15A  Natural clay modified with dioctadecylammonium
(Southern Clay Products)

Eudragit Eudragit 100-55, methacrylic acid copolymer (Rohm
Anmerica Inc.)

HPC Hydroxypropylecellulose (Hercules)

Irganox Irganox ®1010, tetrakis [methylene (3,5-di-tert-butyl-4-
hydroxyhydrocinnamate)] methane (Ciba-Geigy)

Isolene Isolene ®400, cis-1,4 polyisoprene (Elementis Specialties
Performance Polymers)

PEG PEG 400, a polyethylene glycol

1,2-PG 1,2-propyleneglycol

PIB Polyisobutylene, Vistanex ® LM-MH (ExxonMobil
Chemical)

PVP Kollidon ®90 polyvinylpyrrolidone (BASF)

Regalite Regalite ®9100, a partially hydrogenated hydrocarbon resin
(Hercules)

SIS SIS Vector 4114, a styrene-isoprene-styrene block

copolymer (Dexco Polymers); 42 wt % styrene-isoprene
diblock; overall styrene:isoprene ratio of 15:85

Example 1

Formulation 1 was made as follows. To 21 g of PEG, 7 g of
Cloisite Na* was added and mixed by hand until homoge-
neous paste was formed. Part of the powdered PVP was added
to this paste until handling was possible. The resulting premix
was transferred to a Haake mixer with two sigma-bladed
rotors, heated to 130° C. The remainder of the PVP was added
by small portions during 12 min at an agitation rate of 30 rpm.
The mixing of the formulation as whole continued for 60 min.
The final composition is shown in Table 1.

TABLE 1
Ingredients Total amount (g) Wt % of total
PVP 42.0 60.0
PEG 21.0 30.0
Cloisite Na* 7.0 10.0

The hydrogel Formulation 1 is transparent, rather rigid and
can be dissolved in water. This formulation can be worn on a
body surface without prominent squeezing. The cold flow
was significantly less than for similar PVP-PEG composi-
tions, a feature possibly attributable to the intercalation of
PEG and clay, which hinders its mobility. To prove this
hypothesis, an X-ray diffraction pattern was obtained, which
indicated a shift of the basal reflection of clay to smaller
angles, i.e., an increase of interspace distance. The loss of
molecular mobility decreased the dissolution time of the
PVP-PEG formulation ~1.3 times. While a promising candi-
date for mucosal application, the formulation would prefer-
ably be modified to increase dissolution time.

Example 2

In order to increase the dissolution time, the interaction
between polymer components must be much higher. PVP and
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PEG are able to form H-bonds between terminal hydroxyl
groups of PEG and carbonyl groups of PVP. This interaction
leads to formation of a rather rare physical network that
prevents fast dissolution. This additional delay of dissolution
permits the intercalation process to occur. To increase the
density of H-bonds, PEG was substituted by low molecular
weight 1,2-PG, and additional components were introduced
containing carboxy-groups (Eudragit) or hydroxyls (HPC).
As a result, two other formulations, Formulations 2 and 3,
were prepared, as shown in Table 2.

TABLE 2

Formulation 2, Formulation 3,

Ingredients wt % of total wt % of total
PVP 58.0 58.0
PEG 28.0 28.0
Cloisite Na* 2.0 2.0
Eudragit 12.0 —
HPC (MW = 1,150,000) — 12.0

The mixing procedure was as follows. Powdered PVP was
added to liquid 1,2-PG until a viscous mass was formed. Clay
particles were dispersed in this mass by hand. The mass was
then transferred to a Haake mixer, heated to 130° C. at an
agitation speed of 30 rpm, and residual PVP and Eudragit (or
HPC) was added by small portions with interval of 6-7 min.
The total mixing circle was ~60 min. The final formulations
were clear and could be easily processed into samples with a
thickness of ~0.3 mm by hot pressing. They were tested as
blisters and as slowly dissolving films. For blister application
these compositions were worn for 24-36 hours. The compo-
sitions showed good potential for use as slowly dissolving
films. Formulation 2 was worn on the oral mucosa (arch and
cheek) for 30-90 min, providing a swollen film that had dis-
solved a little and formed gel. The film was removed without
leaving any residue on the mucosal surface. Formulation 3
dissolved completely upon oral application, with a dissolu-
tion time of >20 min.

Example 3

To improve the resistance that adhesives develop to load-
ing, e.g., by body weight, the selected hydrogel formulation
was combined with a hydrocolloid matrix. For this purpose
several formulations were prepared containing an SIS-based
matrix and a high content of the hydrophilic phase, Formu-
lations 4-7, shown in Table 3.

The first stage was prepared as a PVP/PEG/clay composi-
tion as a pre-mixture (PM). To 21 g of PEG, 7 g of Cloisite
Na* or Cloisite 15A was added and mixed by hand until it
reached a relatively homogeneous dispersion, approximately
5 minutes. During this stage, PEG penetrates into the clay
interspaces. This dispersion was then placed in a Haake mixer
with sigma-blades (Benbary rotors can be used in place of the
sigma-blades) at 30 rpm. 42 g of PVP powder was then slowly
added, over a period of approximately 40 minutes, at room
temperature and 30 rpm. Therefore, the PM contained 60%
PVP, 30% PEG, and 10% clay.

Due to the high viscosity of the pre-mixture composition,
the temperature increased to about 50-60° C. as a result of
self-heating. The mixing continued for approximately 85
minutes at a rotor speed of 60 rpm. After the pre-mixture was
prepared, the mixer was discharged. For all final hydrocolloid
formulations the temperature regime of mixing was similar.
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TABLE 3
Formulation 4, Formulation 5, Formulation 6, Formulation 7,

Ingredients wt % wt % wt % wt %

SIS 20.0 20.0 20.0 20.0
Regalite 13.5 17.0 17.0 17.0
Isolene 15.0 15.0 15.0 15.0

PIB Vistanex LM- 10.0 10.0 10.0 —

MH

Paraffin oil 35 — — —

Clay Cloisite Na* — — — 8.0
Clay Cloisite 15A — — 4.0 —
Irganox 0.1 0.1 0.1 0.1

PM 38.0 38.0 34.0 40.0

The mixing regime for Formulation 7 was as follows. The
temperature was increased to 130° C.and 14 gof SISand 11.9
g of Regalite was added at 30 rpm. After approximately 15
minutes after the start of mixing, 28 g of the PM was added
(containing approximately 16.8 g PVP, 8.4 g PEG, and 2.8 g
clay). After approximately 15 minutes, 5.6 g of additional
clay was added. After about 10 minutes, 10.5 g of Isolene was
introduced. After charging this last ingredient, the speed was
increased to 60 rpm and the mixing continued for another 30
minutes.

The composition was pumped from the mixer and extruded
on a release liner or other appropriate substrate.

Formulation 7, and commercial products DuoDERM®
Control Formula Dressing (“DuoDERM CGF”) and Duo-
DERM® Extra Thin CGF® Dressing (“DuoDERM Thin”),
both from ConvaTec Ltd., were tested for their adhesion force
to a PET or PE substrate and also to human skin. The results
on adhesion strength to PET and PE substrates, as well as the
moisture vapor transmission rate and water uptake are pre-
sented in Table 4.

TABLE 4
Adhesion
relatively
PET/PE, N/'m MVTR,
and character g/m?/24 h Water uptake,
Formulation of failure at 20/37° C. wt/wt %, at 32° C.
7 (16.5 mil) 308/205 165.4/215 64.4/1.81
(adhesion)
DuoDERM CGF 285/165 7/42.5 58.1/1.39
(cohesion)
DuoDERM Thin 298/147.5 19.2/96.2 41.4/0.71
(cohesion)

Formulation 7, as well as Formulations 5 and 6 in the table
below, were prepared by melt mixing and pressing (or extru-
sion). All formulations had the same design: a backing film
Medifilm 437 (non-tacky) with a thickness of 1.5 mil, an
adhesive layer (~15 mil), and a release liner (PET film with
one anti-adhesion side). Compared with the DuoDERM
dressings, Formulation 7 had several important advantages:
MVTR and water uptake were essentially higher at approxi-
mately the same values of adhesion strength to both sub-
strates.
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Data on peel force relative to human skin are shown in
Table 5. Peel force was measured at a 180° direction of peel
force action as a function of the wearing time.

TABLE 5
Time, h
Formulation 0.3 24 48 72
5 133 50 17
6 121 83 58
7 38-M 142-M
38-M 271-M
67-M 350-M
54-F 358-F 233-F 200-F
DuoDERM CGF 30-M 50-M 58-M
36-F 61-F 50-F
55-M 46-M

The most unusual feature of Formulation 7 is the increase
of'adhesion in wearing time. For two categories of volunteers
(M=male, F=female), the peel force after 24 hours of wearing
was 4-7 times higher than the initial peel force. For other
formulations including the DuoDERM CGF dressing, such
an effect was not observed. Formulations 4-6 also did not
show this effect, presumably due to the presence of 10% of
PIB, which formed a hydrophobic layer at extrusion, which
served to decelerate the rate of moisture stream. An explana-
tion of this effect is based on the dependent of adhesion
strength on water content for PVP-PEG compositions. Due to
an increase of free volume and the change of Theological
properties in the presence of water, the adhesion strength of
this pair of polymers has a maximum. The maximum of
adhesion strength corresponds to ~20 wt % of water, i.e., in 24
hours the water concentration in Formulation 7 reaches this
value. Upon further moistening, the peel force decreases.
This formulation can be used for prolonged application on
full- or partial-thickness wet wounds or as a matrix for
matrix-island dressings, or as a blister patch. Formulations
4-6 will find utility as corn and bunion cushions, blister
patches, dressings for accusative wounds, and so forth. The
results of a wearing study of the blister patch prepared from
Formulation 7, as compared to a blister patch sold under the
brand name Dr. Scholl’s (Schering-Plough HealthCare Prod-
ucts Inc.), are presented in Table 6. Six volunteers were used
in the study.
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TABLE 6

Sample: Formulation 7 (10 mils) Formulation 7 (15 mils) Dr. Scholl
Elapsed Time (hr) 66.5 68.0 57.1

# of Showers 2.2 2.4 2.8

Initially Day?2  Day3 Initially Day2 Day3 Initially Day2  Day3

Adhesion 4.0 — — 4.0 — — 3.8 — —
Slippage 4.0 4.0 3.4 4.0 4.0 3.4 3.8 2.8 2.3
Edge Lift 4.0 3.0 1.8 4.0 3.6 2.8 3.8 2.0 1.3
Comfort 4.0 4.0 3.2 4.0 4.0 3.2 3.8 2.8 2.0
Cold Flow 4.0 4.0 3.2 4.0 4.0 3.2 3.8 2.5 2.0

The durability of wearing was observed to be higher for
Formulation 7. When properties such as initial tack, slippage,
edge lift, comfort, cold flow, were estimated on a 4-grade
scale, they were much higher for Formulation 7 than for the
Dr. Scholl products, especially for days 2 and 3. The patch
thickness was not found to have a significant effect on the
wearing results, although the data for the 15 mil (~375p)
patch was slightly better than for the 10 mil patch.

Example 4

Formulations 8-10 were developed for use as a non-tacky
island, capable of absorbing a significant amount of moisture.
In order to increase water uptake, additional hydrophilic
agents such as HPC and agar were introduced to the formu-
lation. In addition, hydrophilic clay Cloisite Na+ contained in
the PM was used in combination with more hydrophobic
Cloisite 15A, modified with dioctadecyldimethyl ammonium
bromide. In general, HPC, agar and clay were found to sup-
press the initial tack and adhesion strength. In addition, the
adhesion promoter Regalite and low molecular weight PIB
were removed. The resulting formulations are presented in
Table 7.

TABLE 7
Ingredients Formulation 8  Formulation 9 Formulation 10
SIS 10.0 15.0 20.0
Isolene 10.0 20.0 10.0
HPC (MW = 850,000) 20.0 25.0 10.0
Agar 40.0 — 10.0
PM 20.0 40.0 35.0
Clay Cloisite 15A — — 15.0

These formulations exhibited a very high swell ratio cal-
culated as the weight of the swollen sample over the weight of
the dried sample, as much as 20-fold. The formulations could
also be pressed together without showing a distinctive bound-
ary. The wearing results of matrix-island patches on healthy
hand skin were successful, with the wear time exceeding 80
hours in 60% of wearers and exceeding 100 hours for 20% of
wearers.

All patents, patent applications, journal articles and other
references cited herein are incorporated by reference in their
entireties. However, where a patent, patent application, or
publication containing express definitions is incorporated by
reference, those express definitions should be understood to
apply to the incorporated patent, patent application, or pub-
lication in which they are found, and not to the remainder of
the text of this application, in particular the claims of this
application.

It is to be understood that while the invention has been
described in conjunction with the preferred specific embodi-
ments hereof, the foregoing description, as well as the
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examples which are intended to illustrate and not limit the
scope of the invention, it should be understood by those
skilled in the art that various changes may be made and
equivalents may be substituted without departing from the
scope of the invention. Other aspects, advantages and modi-
fications will be apparent to those skilled in the art to which
the invention pertains.

Accordingly, the scope of the invention should therefore be
determined with reference to the appended claims, along with
the full range of equivalents to which those claims are
entitled.

We claim:

1. An adhesive composition comprising:

a hydrophobic polymer selected from polyisobutylenes,
butyl rubbers, natural rubber adhesives, vinyl ether poly-
mers, polysiloxanes, polyisoprenes, styrene-isoprene-
styrene block copolymers, styrene-butadiene-styrene
block copolymers, isobutylene-isoprene copolymers,
butadiene acrylonitrile rubber, polychloroprenes, ethyl-
ene-propylene-diene terpolymers, acrylates, and combi-
nations thereof;

an elastomeric plasticizer;

a tackifying resin;

a hydrophilic polymer selected from poly(N-vinyl lac-
tams), poly(N-vinyl amides), poly(N-vinyl acryla-
mides), poly(N-alkylacrylamides), polyacrylic acids,
polymethacrylic acids, polyvinyl alcohol, polyvinyl
amine, and copolymers and blends thereof;

a third polymer capable of hydrogen bonding to the hydro-
philic polymer, and clay particles comprised of a water-
swellable clay mineral.

2. The composition of claim 1, wherein the hydrophobic
polymer is selected from polyisoprenes, butyl rubbers sty-
rene-isoprene-styrene block copolymers, and styrene-butadi-
ene-styrene block copolymers.

3. The composition of claim 1, wherein the elastomeric
plasticizer is selected from styrene-based plasticizers, poly-
isobutylenes with molecular weight 20,000-100,000, poly-
isoprene rubbers with molecular weight 20,000-100,000, and
combinations thereof.

4. The composition of claim 3, wherein the styrene-based
plasticizer is selected from styrene-butadiene block copoly-
mers, styrene-isoprene block copolymers, and combinations
thereof.

5. The composition of claim 1, wherein the hydrophilic
polymer is selected from poly(N-vinyl lactams), poly(N-vi-
nyl amides), poly(N-alkylacrylamides), and copolymers and
blends thereof.

6. The composition of claim 1, wherein the third polymeris
an oligomer having a molecular weight in the range from 45
to 800 selected from polyalkylene glycols, polyalcohols,
monomeric and oligomeric alkylene glycols, ether alcohols,
carbonic diacids, and alkane diols.
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7. The composition of claim 6, wherein the oligomer is a
polyalkylene glycol.

8. The composition of claim 1, wherein the clay particles
have an average diameter of <15p.

9. The composition of claim 1, which comprises about 1-40
wt % hydrophobic polymer; about 1-30 wt % elastomeric
plasticizer; about 1-30 wt % tackifying resin; about 1-50 wt %
hydrophilic polymer; about 1-30 wt % third polymer, and
about 1-30 wt % clay particles, percentages being with
respect to the entire composition.

10. The composition of claim 9, which comprises about
15-25 wt % hydrophobic polymer; about 10-20 wt % elasto-
meric plasticizer; about 13-20 wt % tackifying resin; about
20-30 wt % hydrophilic polymer; about 8-18 wt % third
polymer; and about 8-15 wt % clay particles.

11. The composition of claim 1, which further comprises
an active agent.

12. The composition of claim 11, wherein the active agent
is selected from antibiotics, antifungal agents, antiinflamma-
tory agents, bacteriostatic and bactericidal compounds, caus-
tic agents, keratolytic agents, pain relieving agents, pro-
teolytic enzymes, tissue-healing enhancing agents,
vasodilators, vessicants, and combinations thereof, and is
present in a therapeutically effective amount.

13. The composition of claim 11, which further comprises
a permeation enhancer.

14. The composition of claim 1, which further comprises at
least one additive selected from the group consisting of adhe-
sive agents, antioxidants, crosslinking or curing agents, pH
regulators, pigments, dyes, refractive particles, conductive
species and antimicrobial agents.

15. An adhesive composition comprising:

ahydrophobic polymer selected from polyisoprenes, butyl
rubbers styrene-isoprene-styrene block copolymers,
and styrene-butadiene-styrene block copolymers;

an eclastomeric plasticizer selected from styrene-based
plasticizers, low molecular weight polyisobutylenes,
low molecular weight polyisoprene rubbers, and com-
binations thereof;,

atackifying resin selected from hydrogenated hydrocarbon
resins, hydrocarbon resins and synthetic polyterpene
resins;

a hydrophilic polymer selected from poly(N-vinyl lac-
tams), poly(N-vinyl amides), poly(N-vinyl acryla-
mides), poly(N-alkylacrylamides), polyacrylic acids,
polymethacrylic acids, polyvinyl alcohol, polyviny-
lamine, cellulose derivatives, polysaccharides, and
copolymers and blends thereof;

a third polymer selected from low molecular weight poly-
alkylene glycols, low molecular weight polyalcohols,
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monomeric and oligomeric alkylene glycols, ether alco-
hols, carbonic diacids, and alkane diols; and

phyllosilicate particles comprised of a clay mineral that
swells in the presence of water.

16. The composition of claim 15, wherein the hydrophobic
polymer is a styrene-isoprene-styrene block copolymer.

17. The composition of claim 15, wherein the elastomeric
plasticizer is a low molecular weight polyisoprene rubber.

18. The composition of claim 15, wherein the tackifying
resin is a hydrogenated hydrocarbon resin.

19. The composition of claim 15, wherein the hydrophilic
polymer is selected from poly(N-vinyl lactams), poly(N-vi-
nyl amides), poly(N-alkylacrylamides), and copolymers and
blends thereof.

20. The composition of claim 15, wherein the third poly-
mer is a low molecular weight polyalkylene glycol.

21. The composition of claim 15, wherein the phyllosili-
cate is montmorillonite.

22. An adhesive cushion for application to the skin, com-
prising: a skin-contacting layer of the adhesive composition
of claim 1, and a backing layer.

23. Awound dressing comprising a laminated composite of
a body facing layer having a body-contacting surface, and an
outwardly facing non-occlusive backing layer, wherein at
least a portion of the body-contacting surface is comprised of
the adhesive composition of claim 1.

24. A transdermal drug delivery device comprised ofa drug
reservoir containing a therapeutically effective amount of an
active agent, an outwardly facing backing layer, and a means
for affixing the device to a body surface comprising the adhe-
sive composition of claim 1.

25. An oral care product for application to the teeth, com-
prising: a tooth contacting layer of the adhesive composition
of claim 1, and a backing layer.

26. An oral care product for application to the oral mucosa,
comprising: a mucosal-contacting layer of the adhesive com-
position of claim 1, and a backing layer.

27. The composition of claim 1, wherein the clay particles
are comprised of phyllosilicate.

28. The composition of claim 27, wherein the phyllosili-
cate is montmorillonite.

29. The composition of claim 1, wherein the tackifying
resin is a terpene resin.

30. The composition of claim 1, wherein the tackifying
resin is a hydrogenated hydrocarbon resin.

31. The composition of claim 1, wherein the tackifying
resin is a hydrocarbon resin.
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